Relationship between the ability of some neuroleptics to enhance striatal [3H]dopamine release and their lipophilicity.
The ability of micromolar concentrations (100 microM) of some neuroleptics to enhance release of [3H]dopamine from rat striatum was studied. All the neuroleptics tested potentiated [3H]dopamine release, the most potent being chlorpromazine, prochlorperazine and fluphenazine and the least potent being sulpiride and metoclopramide. Apomorphine did not reverse the effects of fluphenazine and the stereo-isomers of flupenthixol were almost equipotent. These results indicated a direct, non-receptor, mediated mechanism. The lipophilicity of the neuroleptics, determined by reversed-phase TLC, showed a good correlation with their ability to enhance dopamine release. It is concluded that the lipophilicity of these drugs is partly responsible for the enhanced release of dopamine and may be clinically important following chronic administration of neuroleptics.